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Sample: Fine white powdered material

Marking: PpA 71-48 (Syloid; Silica aefoqel!

Fxamination Reguested: Teratologic evaluation of FDA 7]1-48 in mice,

Frocedure: . See Appendix I
fﬂ\ﬂ&sults: See Tables 1 through ¢ and Appendix IX
Conclusion:

On the basis of the data presented herein, the following
conclusion appears to he warranted:

"The administration of up to 1340 mg/kg {(body weight) of the test
material to pregnant mice for 1{ consecutive days had no clearly dis=-
cernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the

test groups did not differ from the number cccurring spontaneously in
the sham-treated contrels.”
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FOOD AND DRUG RESEA...n LABORATORIES, INC.

Groups: 23] E 232; 237 through 240 . Pate: March 31, 1273

. Table 1
Material : FDA 71-48 Laboratory Wo. ¢ 1573 &

Fate Summary
{ Mive }
Group Material Iose ** Totzl surviving at Term
mg/kg Mated Pregnant Total Pregnantl

2311 Sham 0.0 24 22 24 22
23z . Aspirin* 150.0 25 20 24 19
237 FDA 71-48 13.4 27 | 21 21 o
238 FDa 71-48 62.3 24 22 24 22
239 FDa 71-48 289.0 25 _ 22 25 A2

240 FDR 71-48 1340.0 40 _ _ 26 40 26

* Positive Control : 150.0 mg/kg
** hdministered azs a water solution (10 ml per kg of body waight}
1) Includes all dams examined at term
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FOCD AND DRUG RESEAF  LABORATORIES, INC,

Group: 231 & 232: 237 through 240 Date: March 31, 1973
Table 2 .
Material: FBA 71-48 Reproduction Data Lahoratory Ho. 1573 e

{ Mice b

Group: 231 232 237 238 239 240
Dose (mg/kg}: Sham Aspirinv*. 13.4 62.3 289.0 1340.0
Pregnancies
Total No. _ 22 ' 20 21 22 22 26
Died or Aborted (before Day 17 ) -0 1 . o o o

To term f[on Day 17 22 19 21 22 22 26

Live Litters

Total HNo.* 22 19 AR 22 21 26
Implant Sites
Total Ho. " 268 210 258 264 256 301
" Average/dam® 12.2 11.1 12.3 12.0 11.& 11.6
Resorptions :
Total MNo.* 10 1 43 16 13 24
Lams with 1 or more =zites resorbed 7 3 10 o 5 7
Dars with all sites reserbed - .- 3 - 1 -
Per cent partial resorptions 1.8 42.1 47 .6 40.9 22.7 €5.4
Per cent complete rasgorptions -- - 14.3 - 4.55 -

Live Fetuses _ |
Total No. 254 193 212 245 243 270

average/dam* ©1L.6 10.5 10,1 il.1 11.0 10.4
Sex ratio [M/P) : 0.80 .62 0.93 Q.94 0.97 0.B1
Dead Fetuses

Total* 4 1 3 3 —_ 7
Damz with 1 or more dead 3 . 3 3 - 1
Dams with all dead - - - - - -
Per cent partial dead 13.6 5.26 14.3 13.6 - 23.1
Fer cent all dead - - - - —-— -

Average Fetus Weight, g 0.50 .79 0.94 0.85 .85 0.80

* Includes only these dams examined at term.
** Positive Control: 150.0 mg/kg



FPOOD AND DRIG RESEARCH LHBGRATGRIES, INC,

Groups 231 & 232; 237 through 240 Laboratory No, 1573 e
Table 3 ) ’ -
Material FDA 71-48 ) Date March 31, 1973
. Summary of Skeletal Findings *
: { Mice )
Grodp Ho. . 231 232 237 238 239 240
Findings
Dose {mg/kgl: Sham Aspirink* 13.4 62.3 289,0 1340.0
Live Fetuses Examined 175722 140/19 147/18 len/22 171/21 192726
fat term)
Eternehrae
Inccmplete os=. 47719 a93/19 37713 71/18 76/16 'BEKZI
Scrambled _ ' . '
Bipartite 473 4/4 4,4 4/d 4/3 as2
Fused B
Extra ' 1/1
Missing 10/6 35/15 10/3 34/11 21/10 56/17
Other :
Ribs : _
Incomplete oss. . S 11
Fused/split - : '
wavy 2/1
Less than 12 ;
More than 13 54/Y7 36/113 49/15 47/14 18517 45718
Other
VYertebrae
Incomplete oss, 3/3 11/6 171 272 2/2 6/3
Sprambled
Fused

Extra ctrs. oss.

Scoliosis

Tail defects 3/1
Cther '

Skull
Incomplete closure 3/3 22/9 &/3 1/1 2/1
Missing 1/1
Cranicstosis
Cther

Extremities
Incomplete osSs. 2/2 10/7 2/1 5/4 3/3 8/5
Missing
Extra

Miscellansous
Hyoid: miscing 10/8 47715 177 42/11 53/15 70520
Hyoid; reduced 14/ Az 24/12 1/15 25/13 35717

* Numerator=Number of fetuses affected; DenominatoreNuymber of litters

** pasitive control: 150.0 mg/kg’ affected,



FOOD AHD DRUG FESEARCH LABORATORIES, INC.

r,v"‘“."'\

Groups 231 & 232; 237 through 240 Date March 31, 1373
1 ¥oa 71-48 ' L ' . 1573
Hateria Table 3-a aboratory No 2
Summary of Soft Tissue Abncrmglities
{Mice}
Group Material Dosea Level Dam Number of Description
mg/kg Fups
240 FDA 71-48 1340.0 B 3094 1 Heningocencephalocele

B 3124 o1 Short tail




F 40D AND DRUG EESEARCH LABORATORIES, INC.

Groups 231 & 232; 237 through 240 Date March 31, 1372

Table 4
Spacgieg Mlice Labpratory No. 1573 =

Average Body Weights®

------------------------- Day--—=——--=-—-——-————mr i~
Group Material Dase
Level o ) 11 15 174
mgfkg —  meemem s — e —— e — - — - g-———————————————m—m=a=mcn-
231 Sham Q.0 25,4 az2.3 35.9 44.0 - 501 (22}
222 Aspirin*** 150.0 - 29.2 1.7 34.0 39.0 45.3 (19)
237 FlA 7]1-48 13.4 8.8 - az.3 36.8 43.4 49.1 (21)
238 FDA 71-48 62.3 30.2 2.9 36.8 44.0 50,7 (22)
239 FDA 71-4B 209.0 29.8 32.4 36.1 43.1 ©hO.0(22)
240 FDA 71-48 1340.0 - 27.0 3l.4 34.0 37.2 43 6 {26]

* 0f pregnant dams :
** HNumber of surviving dams in parentheses [c.f. Takle 1)
x*k DPasitive control: 150.0 mg'kg



Appendix I

Teratology Study in Mice

virgin adult female albkino CD-i outbred mice were gang-
housed in disposable plastic cages in temperature and humidity-con-
treolied quarters.with free access to food and fresh tap water. They
were mated with young adult males, and observation cf.the ;aginal sperm
plug was considered Day 0 of gestation, Beginning on Day 6 and con-
tinuing daily thfuugh Day 15 of gestation, the females were doszed with
the indicated dosages by oral intubation; the controls were sham treated,

Bndf weights were recorded con Days 0, 6,11,15, and 17 of gestation,
A1l animals were observed daily for appearance and behavior with paf-
ticular attention to food consuﬁptinn and wéight, in order to rule out
any abnormalities which may have occurred as a result of anorexic
effects in the pregnant female animal.

On Day 17 all dams were subjected to Caesarean section under
Qurgical anesthesia, and the numbers of implantation sites, rescrption
éites, and live and dead fetuses were recorded, The body weights of
the live pups were also recorded. The urogenital tract of each dam
was examined in detail for anatomical normality,

All fetuses were examined grossly for the presence of external
:congenital abnormalities, One-third of the fetuses of each lifter
underwent detailed visceral examinations empluying 10X magnification,
The remaininé two-thirds were cleéred in potassium hydroxide {KCH),

stained with alizarin red § dye and examined for skeletal defects,



- FOOD AND DRUG_ RESEER{:H LAED FATCRIES, INC. . -
Group 231 . Date_ March 31, 1973

Appendix II .
Material Sham ' Laboratory Mo. 1573
. Reproduction Data in Mice {Individual)
Dose 0.0 mySleg . . o
.Dam Hg., Pate® . Implant Fetuses Sex Resgorption Average Fetus RFemarks
: Sites Alive Dead M F Sites Weight (g)

3696 P 15 12 4 8 3 .80
31697 P 11 13 3 8 0.80
3698 P 12 13 - h 3 10 0.87
1699 B 11 11 6 5 0.98
3700 P 14 14 7 7 .79
3701 P 12 10 2 3 7. .91
3702 P 1 1 1 0 0.95
3703 P 12 11 3 8 1 1.00
~3704 P 12 12 S 3 9 : 0.85
3705 NP o ) -_—
3706 P 14 13 4 - I 1 : 0,90
3707 P 9. 8 1 6 2 0.93,
3708 P 12 ' 12 & 6 0.83
3709 - P 11 11 [ 5 0.99
3710 P 12 12 6 6 .90
31711 b 13 C12 3 9 | 1.14
3712 P 12 12 8 4 0.87
3713 - : . : Mot Assigned
3714 NP - o ) —
3715 P 16 16 6 10 0.8
3716 e 12 .13 ) 8 5 0.83
3717 p 15 13 ) 8 5 1 0.83
3718 P 10 10 5 5 1.04
3719 P 14 12 3 6 2 0.93
3720 P 16 . 15 8 7 1 Q.81

MW tatn oo iaéniiie,in

* p = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABOFATORIES, INC.

Group 232 Appendix II . Date March 31, 1373

Material aspirin Laboratory Ne. 1573

Dose 150.0 mg/kg Rgpraduatian Data in Mice {Individual)

Dam WNo. Fate® Implant Fetuses Sex Fesprption Average Fetus PRemarks
Sites Alive Dead [ F sitas wWeight {g}

A 3696 P 3 8 2 . - - .80

A 3697 P 211 9 ] 3 2 0.94

A 2698 P 12 1 1 1 1¢ c.73

A 3659 P 13 13 4 9 0.7

A 3700 P 9 g 2 T 0.66

A 3701 P 6 6 P 4 0.78

A 3702 2 12 12 6 6 0.82

A 37063 NP v ' ' ——
A 3704 P 13 13 3 1a 0.75
4 3705  NB 0 _ R
A 3706 P 11 10 3 7 1 a.7¢
A 3707 P 14 1z - 5 7 Z . .73
A 3708 | 12 11 7 4 1 0.84
L 3709 P 14 14 4 10 0.73
a 3710 P 11 11 3 8 0.86 -
A 371L P g : .9 2 ? 0.57
A 3712 F 12 11 . 4 7 1 . 0.82
A 3713 NP - 0 : S —_—
A 3714 NP 0 _ - S
B 3715 p 10 9 B 3 1 0.8l

A 311E NP 0 . o X -

- A 3717 P 13 13 _ 7 6 - _ 0.78 .
A 3718 L2 13 13 _ . ———— Ratural Birth Day 16
31l P 14 13 7 6 1 '0.94
A 3720 b 5 5 2 3 ' 0.89

* B = Pregrnant; NP = Not Pregnant
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FOOD AMD DRUG RESEP.LRCH LAERD FATORIES, INC. .
Group 237 ' Date March 31, 1973

Appendix I

Material PDr 71-48 Laboratory MNe.1573 e
. Reproduction Data in Mice * {Individual)} -
Dosa 13.4 mg/kg .
Dam No. Fate® Implant Fetuses Sex FResorption Averaga Fetus Famarks
Sites Alive Dead M F Sites Weight {g)
E 3001 p 12 10 1 4 [ 1 0.95 . :
"E 3002 P 13 12 7 5 1 C 0,91 .
£ 3003 2 8 8 4 4 1.17
E 3004 P 8 . a : e
E 3005 P 11 10 : . 4 6 1 0.93
E 3006 P 17 : - 17 o T e——
E 3007 P 13 13 . 5 8 0.92.
B 3oog @ 11 10 b} 5 5 ) 0.99
E 3009 P 14 - 14 7 7 0.86
E -3010 NP 0 ' ' -
E 3011 NP 0 _ -——
E 3012 P 14 13 6 7 1 - 0.66
E 3013 NP o . ' -
E 3014 NP 0 T -
E 3015 P 10 10 . 5 5 0.86
E 3016 P 12 11 4 7 1 . 0.89
E 3017 P i 10 _ 3 7 1.12
E 3018 NP 0 -——
£ 2019 P 12 12 _ 4 ] 1.01
E 3020 P 14 12 6 & 2 0.483
E 3021 P 10 10 ——
E 3022 P 14 T 14 : 6 8 0,77
£ 3023 P 13 12 : 8 4 1 0.89
- E 3024 P 17 16 1 8 8 1.00
E 3025 NP 0 ' -——
E 3026 P 10 - 10 : 8 2 o 1.24
E 3027 P 15 15 _— 8 7 : 0.92

*_ P = Pregnant: WP = Heot Pragnant
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FOOD AND DRUG RESEERCH'LABGEATGHIEﬁ, INC.

Group 238 ] Date March 31, 1973
Appendix II .
Material FDA 71-45 Laboratory No. 1573 e
bose 62.3 mg/kg R_ep.;-oductio_n ata 1in Mice (Individual)
Dam Mg, Fate* Imnplant Fetuses Sex Resorption hAverage Fetus Remarks
Sites Alive . Dead M F Eites Weight (g)
.E 3031 E 11 10 1 3 -7 0.72
E 3032 F ) 15 7 8 0.85
E 2033 E 13 12 . 5 ? 1 o.79
E 3034 F Il 11 L7 5 0.87
E 3035 F 9 9 3 8 0,91
E 30236 F 14 ' 14 7 7 1.03
. B 3037 P 9 9 3 & 0.93
E 3028 F o B 3 E l 0,98
E 3039 ° : . . . Hot Assigned
E 30440 3 11 2 4 5 2 .81
E 3041 KP C . _ ———
E 304z P iz 1l & 5 1. 0.86
E 3043 P =] : [ 3 3 3 ) 0,94
E 3044 e 14 14 S 8 ] .72
E 104% P 15 1z 1 4 .8 2 .77
E 1Mé6 ¥ 13 13 3] Fi : .80
E 147 . P 14 14 5 9 .82
B iMEB NP o e
E 3049 P 10 8 4 4 2 0.748
E 3050 B 14 12 9 k| 2 0.86
E 3051 P 11 . 9 7 2 2 0.85
. E 3052 P 8 8 3 5 ' 0.77
E 2053 F 12 12 7 5 0.93
E 1054 F 15 14 1l o 5 0.90
E 3055 P 15 15 8 7 0.82

“ P = Pregnant; NP = Not Pregnant
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POOD AND DRUG RESEARCH LABO FATORIES, INC.

Group 239 : . Datre March 31, 1973
Appendix II : .

Material FDA 71-48 Laboratory No.l373 e

Repreduction Data in Mice {Individual}
Dese 289, 0 mo/ kg .
Dam He. FPate® Implant Fetuses Sex Fesorption Average Fetus FRemarks
Sites Alive Dead M F sites Weight (g}
.E 3061 P 11 11 5 € 0.82
E 3062 P 10 10 7 3 0.96
E 3063 KP 0 _—
E 3064 P 3 3 0 3 1.00
E 3065 P 13 13 6 7 .80
E 3066 P 15- 15 i B8 0.90
. B 3067 P 13 13 7 & 0.98
E 3068 P 14 14 5 9 ¢.87
E 3068 P 11 10 5 5 . 1 - 0.65
E 3070 B 12 12 4 a G.79
‘E 3071 P 14 14 6 8 0.84
E 3072 P 14 14 6 8 0.89.
E 3073 P 15 15 6 9 0.82
E 3074 P 12 12 7 5 0.81
E 3075 P 11 11 6 .5 . .77
E 3076 NP - 0 - A
E 3077 NP 0 -—
E 3078 P 12 12 ' 4 8 0.85
E 2079 . P 12 1l 6 5 1 . 0.76
E 3080 P 10 9 3 6 1 0.B5
E 3081 P 11 .11 . 9 2 . 0.83
E 30B2 P 9 _ 9 —_—
E 3083 P 12 - 11 & 5 ¢ 0.81
E 3084 P 11 11 7 4 0.94
E 3085 P 1L . 11 8 3 0. 86

* P o Pregnant; NP = Not Pregnant



Group 240
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FOOD AND DRUG RESEiRCHILhBDBATORIEﬁ, INC.

Material FDA 71-48

Appendix II

Date_March 31, 1973

Laboratory No. 1573 o

Continued on next page.

boge' 1340.0 mg/kg R:epruduction Data in Mice {Individual)
Dam ¥Ho. Fate? Implant Fetuses Sex Fesorpgtion Average Fetus Remarks
Sites Alive . Dead M F Egites Waight (g}

.BE 3091 P 2 2 4] 2 0.67
E 3092 NP 0 ————
E 3093 2 11 10 5 5 1 0.65
E 310% P 12 9 5 4 3 Q.86
E 3095 = NP o —_
E 3096 NP O —_—

E 3097 NP 0 ———
E 3088 ~ P 13 - 11l "1 3 8 1 0.73
E 3099 - NP o ' -—
E 31400 P & & 4 2 1.05
E 3101 NE 0 —_——
E 3102 NP o , , _ —_—
E 3143 P 11 9 1 5 4 1 1.02
E 3104 NP 0 —————
E 3145 P 11 B 2 & 3 Q.70
E 3106 NP . 7] ' _——
E 3107 NP o —_—
E 3108 F 14 11 2 & 5 1 4,65
E 3109 P ) 15 14 9 5 1 0.78
E 3110 NP O . . —_——
E 1111 F 12 11 5 & 1 0.73
E 3112 F 12 11 a 3 -1 Q.70
E 3112 NP 2. o ———
E 3114 P 13 12 1 -] 3 0.80
E 3115 NF g . —_—
E 311& F 14 12 3 9 2 Q.72
E 3117 P 12 10 1 & 4 1 G.95
.E 3118 NP N ¢ ——

* P = Pregnant:

NP = Not Pregnant
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_ FOOD AND DRUG RESEARCH LASOFATORIES, INC. .
Group 240 Date_ March 3],'3973

Appendix II

Material rpa 71-48 Laboratery No._ 1573 e
Reproduction IDmta in Mi fIndividual)}
Cosea 1340.0 mg/kg - ps ' e
Lam Ho. Fate* Implant Petuses Sex Fesorption Average Fetus Romarks
Sites Alive . Dead M ' Sites Weight (gl
Continued.
E 311% P 10 10 4 & 0.71
E 3120 F 10 ' 9 & 3 1 .84
_E 3121 P e 10 5 5 0,91
E 3122 P 14 14 a 11 0.95
E 3123 P 13- 13 & 7 .95
E 3124 B 11 11 5 & 0.87
E 3125 F 1L 10 5 5 g .95
E 3126 E 3 13 1 12 1 0.59
E 3127 P 9 : 8 4 4 1 1.05
E 3128 E 14 10 1 3 7 3 0.&3
E 312% p 15 14 ’ 3 11 1 0.?0
E 3130 F 12 12 a -] 0.79

* p = Preggnant; NP = Not Pregnant
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t N C O R P O RATTE D Muaurice Avenure at S8 Sfrect

Measpeth, New York 11378

FINAL _ Telephone: TWining 4-0800
REPORT Cabie: Foodlabs, MNew York
Submitted to: DHEW/Public Health Service ‘ Date May 1, 1973

Food and Drug Administration CA-272
5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 Laboratory No, 1574 e
Contract No. FDA 71-260

Bample: Fine white powdered material

Marking: FDA 71-48 (Syloid; Silica aerogel)

Examination Requested: Teratologic evaluation of FDA 71-48 in rats

Procedure: See Appendix I
{fﬁﬁsultsz See Tables 1 through 4 and Appendix II
Conclusion;

On the basis of the data presented herein, the following
conclusion appears to bhe warranted:

"The administration of up to 1350 mg/kg (body weight) of the test
material to pregnant rats for 10 consecutive days had nc ¢learly dis-
cernible effect on nidation or on maternal or fetal survival, The
number of abnormalities seen in either so0ft or skeletal tissues of the

test groups did not differ from the number occurring spontaneocusly in
the sham-treated controls."

D DRUG RESEARCH LABORATORIES, INC.
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proosas without written aakborixstion.
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FOOD AND DRUG RESEAR;:}LiBORATORIES, INC.

Groups: 231 & 232; 237 through 240 Date: March 31, 1373
Table 1 -
Material :FDA 71-48 Laboratory Ho. : 1574 e
- Fate Summary
{ Rats H
Group Material hse A* Total Surviving at Term
mg/kg Mated Pregnant Total Pregnantl

231 Sham 0.0 25 23 25 23
232 Aspirin® 250.0 25 24 ' a5 24
237 FDA 71-4B 13.5 25 ) 25 25 25
2318 FOA 71-48 862.7 25 22 25 22
239 FDA 71-4B8 292.0 25 20 25 . 20

240 FDA 71-48 1350.0 24 22 24 ' 22

* Positive Control: 250.0 mg/kg
** 2dministered as a water sclutioh (See Appendix I)

1) rnoludes all dams examined at term
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Group: 231 & 2323y 237 through 240

Material: FDA 71-4B

DRIG RESERL

~

LABORATORIES, 1INC.

Table 2

Reproduction Data

Date: March 31, 1973
Laboratory Wo. 1574 &

{ Rats
Group: 231 232 237 232 233 - 240
Dose (mg/kg): Sham Aspirin®* 13.5 62.7 292.0 1350.0

Fragnancies :

Total No. 23 24 25 22 20 22

Died or Aborted {before Day 20 ) D ¢ v o 0 0

To term {on Day 20 ) 23 24 25 22 20 22
Live Litters .

Total No.* 23 21 a5 22 20 22
Implant Sites

Total No. 220 281 314 268 245 252

Average/dam* 12,6 11.7 12.6 iz.2 12.2 11.5
Fescrptions

Totel Ho.*® 13 53 & 2 4 2

Dams with 1 or more sites rezorbed & 9 e 2 4 2

Dams with all sites reseorbed - o | -~ -— - -

Per cent partlal resorptions 26.1 37.5 24.0 2,09 20.0 2,09

Per cent complete resorptions - 1z2.5 - - - -
Live Fetuses

Total No. - 276 226 308 266 241 250

Bvarage/dam* 12.0 S.42 12.3 12.1 12.1 11.4

Sex ratle M/} D.28 0.93 g.91 1.03 0.91 0.97
Dead Fetuses

Total* 1 2 — — _ -

Dams with 1 or more dead 1 1 - - - -

DaII'lS With all deﬂd ’ - - - - - -

FPar cent partial dead 4.35 4.17 - - - -

Fer cent all dead - - -— - - -
Average Fetus Weight, g 3,92 2.62 4.04 4.10 4.07 a.sel

* Inpludes only those dams examined at term.

** Positive Control: 250.0 mg/kg



FCOOD AND DRIG RESEARCH LABDRATORIﬁS, INC.

Groups 231 & 232; 237 through 240 Laboratory Wo. 1574
Takle 3
Material FOA 71-48 _ Datae March 31, 1973
Summary of Skeletal Findings
" {  Rats )
, Group No. : 231 . 232 237 238 218 240
Findings
Pose (mog/kg): Sham Asplrin** 13,5 G2.7 292,0 1350.0
Live Fetuses Examined 120723 159/21 212725 12722 167/20 173722
fat term)
Sternebrae
Incomplete oss. 69/15 122/30 56/19 55/1% 60/14 oag/slz2
Scranbhled )
Bipartite 272 18/12 1/1 1/1 272 1/1
Fused 1/l
. Bxtra '
Miss=sing 4/3 114/20 ¥ ] 1577 12/6 9/6
Other '
Ribs ' -
Incomplete oss. 372 272 3/3 2/2
Fused/split ' 11/5 - 1/1
. Wavy | 8/6 52/1%9 21712 29/1L 20/8 25714
{F Less than 12 . .
: More than 13 272 118721 as3 1/1 271 4/3
Other
VYertebrae
Incomplete oss, 6/3 126/21 14/8 B/7 10/5 T4
Scrambled
Fused 1/1
Extra ctrs. oss.
SBcaliosis
Tai)l defects
Other
Skull-
Incomplete closure 27/12  1ol/21 51/18 39/16 47/17 27/13
Miseing;: frontals,
parietals, intarparietals 16/8
Other
Extremitias :
Incomplete oss. 16/7 1/1 2/1
Migsing 171
Extra
" HMiscellaneous .
Hyoid) misaing 20/12 81./19 22/14 | 16/10 "31/712 0 - 15/9
24715

Hyeld; veduced 18710 15/2 41/20 28/12 32/13

* Numerator=Number of fetuses affected; DepominatoreNumber of litters

** Positive control: 250.0 mg/kg atfected.



" Material FDA 71-48

FOOD AND DRUG FRESEARCH LABORATORIES, INC,

Groups 231 & 232; 237 through 240

Date Maxch 31, 1272

Lahoratory No.l1574 e

Table 3-a
Summary of Soft Tissue Abknoermalities
(Rata}
Group Material Lose Level Dam Humber of Description
my kg Pups
232 Aspirin¥ 250.0 A 4E£98 7 Bhoephalomyelocele
‘A 469% 1 Exencephaly
& 4701 5 Encephalomyelocele
A 4T03 5 Exencephaly
A 4705 1 Encephalomyelocele;
' umbilical harnia
. A 4709 1 Encephalomyelocels;
{r E exencephaly -
A 4710 3 Exencephaly:
exophthalmos
2 Encephzlomyelocelea;
unbilical hernia
b 4716 1 Exencephaly

% Positive Contrel: 250.0 mg/kyg



FOOD ARD DRUG EFEEEARCH LAEBECRATORIES, INC.

Groups <31 & 232; 237 through 240 bate March 31, 1973
Table 4
Specles Rats . Laboratory No.lh74 a

Average Body Weightsa™

————————————————————————— Day-—-——-—-—-=-——=—==—===—=———“&2——u-m
Group Material Duse o
Level ¢ 6 11 15 20
mg/kg 2 memmremm s — e — e L R ety
231 Sham 0.0 : 233 253 267 289 358 {23)
232 Agpirink*s 250.0 233 255 265 283 329 (24)
237 FDA 71-48 13.5 . 222 : 233 255 276 345 (25)
238 FDa 71-48 52.?_ 230 253 270 250 360 (22}
239 FhAa 71-48 292.0 223 246 262 282 351 (20)
240 FDA 71-48 1350.¢ . 218 238 254 274 334 (22)

* Of pregnant dams
** Number of surviving dams in parentheses (c.f. Table 1)
k%  pogitive control: 250.0 mg/kg



Appendix T

Teratology Study in Rats

vVirgin adult female albino rats {(Wistar derived stock} were

individually housed in mesh bottom cages in temperature and humidity-

controlled guarters with free access te food and fresh tap water,

They were mated with youny adult males, and observation of the vaginal
sperm plug was considered Day ¢ of gestation, Beginning on Day 6

and continuing daily thrﬂugh Day 15 of gestation, the females were .
ﬁosed with the indicated dosages by oral intubations., The controls
were sham treated with the vehicle at a level eguivalent to the group
receiving the highest test dose, The ﬁést material was prepared

and déses calculated according to the folluwing table:

bosage Dose - Concentration
(mg/kg) (nl/kg) (mg/ml)

= 250 1 - < 250

251 - 500 2 125 - 250
501 - 750 3 133 — 250
751 - 1000 4 187 - 250
1001 - 1250 5 200 - 250
1261 ~ 1500 & 208 - 250
1501 - 1600 b, 4 235 - 250

Body weights were recorded on Days 0, &, ll, 15, and 20 of
gestation, All animals were observed daily for appearance and be-

havior with particular attention to food consumption and weiéht, in

- order to rule out any abnormalities which may have occurred as a

result of anorekic effects in the pregnant female animal,

On pay 20 all dams were subjected teo caesarean section under
Eufgical anesthesia, and the numbers of implantaticn sites, resorption
sites, and live and dead fetuses were recorded., The body welghts of

the live pups were also recorded, The urogenital tract of each dam



was examined in detail for anatomical norma
All fetuses were examined grossly for the presence of external
congenital abnormalities, One-third of the fetuses of each litter

underwent detailed visceral examinations employing 10X magnification,

- The remaining two-thirds were cleared in potassium hydroxide (XOH),

stained with alizarin red 5 dye and examined for skeletal defects,
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FOOD AND DRUG RESEP-LRCH ILHBQ I@LTGRIEPS, Inc. B
Group 231 Date March 31, 1573

Appendix II
Matsrial Sham Labgratory NHa. 1574
ose 0.0 mosky R_eptrnduct:l.an LData in Rats o {Individual}
Dam ¥Wo. Fate* Implant Fetuses Sex FResorption . Average Fetus Famarks
: Sites Alive Dead M F Sites Weight (g)
5 4696 P g 9 2 T : 4.35
s 4697 P 14 14 & 8 '3.89
§ 4698 P 11 11 5 6 4,05
5 4599 NP ¢ : ——
5 4700 P la 13 ' ] 7 1 ) 3.85
8§ 4701 P 12 T2 4 B ' 3.27
.8 4702 P 13 - 13 7 6 4.20
5 4703 F 1z 12 6 & 3.61
5 4704 o] 14 - 14 5 9 3.98
8 4708 P, 13 10 7 3 3 d.67
S 4746 F 12 10 5 5 2 4.06
5 47107 pel 12 - o 5 4 3 3.8¢
S 4708 P 14 - 14 8 6 3.97
5 4709 P 14 13 1l 5 ) 3.68
8 4710 P 15 15 : & 9 : 3.33
g 4711 P 14 - 12 4 B 2 - 3.60
5 4112 P 12 12 5 7 i.is
s 4713 ¥p . 0 : -——-
£ 4714 B 13 13 - ' 8 5 . 3.24
£ 4715 P 14 12 & 6 2 3.95
5 4716 B 13 13 5 B 3.z2
.5 4717 P 12 12 7 5 4.50
5 4718 P i2 12 a 4 4,22
s 4719 F 9 9 B o 4,08
S 4720 F 12 12 4 a 4.23

* P = Pregnant; KNP = Not Pregnant



Group 232

‘Material pspirin

—
J

FOOD AND DRUG RESEARCH -LP.‘EQ FATCORIES, INC. .

Appendix II

Data March 3, 1973

Laboratory No. 1574

Sose 250.0 mg/kg prruauctiqn Data in Rats (Individual)
Dam Ne. Pate? Implant Fetuses Sex Fesarption Average Fetus Remarks
Sites Alive Dead H F Sites welght (g)

A 4625 P 14 14 2 12 3.1%
B 4627 o4 11 7 1 & 4 2,23
A 4628 P 10 T 4 3 3 ———tk
A 4699 P 17 17 & 11 2,55
A 4700 P 9 9 ——
A 4701 P 13 13 6 ¥ 2,11
A 4702 P 10 . 10 4 & 2,58
B 4703 F 12 12 10 2 2.45
A 4704 11 ' 11  —
A 4705 P 15 B K| 4 7 2.04
A 4708 Hr 0 -
b 4707 r iz 3 O 3 2 1.6
A 4708 P 5 5 _—
A 4709 F lo 10 & 4 3.06
A 4710 . P 16 14 - 2 L] 8 2.37
A 4711 P 16 13 3 5 3 2.69
A 4712 P 5 3 1 z 2 2.28
A 4713 P 11 11 & 5 3.15
A 4714 ‘P 10 10 - 9 & 2.87
A 4715 F & & 5 1 2.88
A 4716 P - 16 16 9 7 2.76

. A 4717 P 13 13 & 5 2.18
A 4718 P 13 13 & 7 3.36
"R 471% P 12 12 6 & 2.92
A 4720 P 14 14 7 7 3.13

* P = Preghant;

ke

Net Weighed

NP = Not Pregnaht
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FOOD AND DRUG RESEARCH LABOFATORIES, INC.
Grou Date March 31, 1973
P 237 hAppendix IX . :
Materlal rpa 71-48 Laboratory No. 1574 =
Reproduction Data in Rats {Individual)
Dosa 13.5 mg/kg S
Dam No. Fate* _ Implant Fetuges Sex Fesorption Average Fetus Remarks
Sites Alive Dead M F  Sites weight (g’

[T e T T T I T O T I T e o T I

4001 P 11 10 1 3 1 4.41
4002 P 12 12 & 6 4.22
4003 F 16 15 - 7 B i 3,28
4004 P 14 14 € 8 4.06
4005 e 13 12 B 4 1 3.72
4006 P 12 11 4 ‘7 1 3.82
4007 P 12 12 6 6 4,02
4008 P 10 10 7 3 4.64
400% B 14 13 9 4 1 3,79
4010 7 15 15 10 5 4.15
4011 P 12 12 2 10 3,87
4012 r 15 15 7 8 4.17 .
4013 P 13 13 5 g 3,87
4014 P 15 15 8 7 3.88
4015 P ‘11 11 7 4 4.01
40186 b 13 13 7 6 3.88
4017 P 13 13 [ 7 4.14
4018 P B 9 4 5 4.19
49 P 9 g 4 5 4,10
4020 P 12 12 [ 6 . 4.01
4021 P 14 14 8 6 4.4¢
4022 P 16 16 B B 4.18
4023 P 11 - 10 4 6 1 .79
4024 P 11 11 E & 3.90
4025 I 11 . 11 2 9 4,39

*_ F o= Pregnani:: HP = Not Pregnant
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: FOOD AND DRUG RESEARCH LABORATORIES, INC. . :
Group 238 Date_ March 31, 1973

Appendix II
Material ppa 71-48 ' Laboratory ito. 15674 e
Eepraoduction Data in Rats (Individual)
Dose 62.7 ag/kg . P
Dam No. Fate® Implant Fetuses Sex ‘Hesorption Average Fetus Ramarks
Sites hlive Dead M F Sites Weight {g)

4031 P 13 13 3 10 .4.11
4032 P S11 11 5 6 3.84
4033 NP 0 _—
4034 P 10 10 4 6 4.16
4035 P 12 12 5 7 4.11
4036 P 13 B | 5 8 3.94
4037 P 11 11 8 3 3,87
4038 P 1 1 1 0 5.90
4033 P 13 13 8 5 4.12
4040 P 15 14 6 8 1 4.26
4041 P 15 15 7 8 4.22
4042 P 11 11 9 2 31.95 .
4043 P 15 15 8 7 3.70
4044 E 12 12 5 7 31.87
4045 F 13 13 4 9 1,24
4046 NP 0 ) _——
4047 P 13 - 12 4 B 1 4,18
4048 P 12 12 B 4 4.04
4049 P 12 12 5 7 4.51
4050 P 14 14 10 4 3.66
4051 P 13 13 ' [ 7 4.20
4052 P 12 1z 8 4 4.22
4053 P 13 13 B8 5 4.28
4054 P 14 14 a 6 3.81
4055 NP 0 —_—

Lo I I I I T T T T I I T

* F = Pregnant; NP = Hot Pregnant
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FOOD AND DRUG RESEARCH LABOBATORIES, INC.

croup 239 Date March 3I, 1972
Appendix II : .
Material FDR 71=48 Lahoratnry No. 1574 a
Dose 292.0 ma/ky Rgpruductiun Lata in Rats {Individual)
Dam No. Pata* Implant Fetuses Sex Fesocrption Average Fetus FRemarks
Sites Alivae Dead ki F Sites weight (g)
E 4061 NP 0 . -——
E 4082 bl .13 13 5 8 4.05
E 4061 r i 10 4 & 3.76
B 4064 NP 0 et e
E 4065 F 14 14 7 7 -3.80
E 4066 P 1% 15 B 7 3,85
JE 4067 P " 14 . 14 5 9 3.70
E 4068 P 11 10 4 6 1 3.68
E 4069 F 11 11 ] 5 3.54
E 4470 E 4 3 2 1l 1 4.04
E 4071 P 12 12 6 & 4.05
B 4072 P 11 - 11 7 4 4,35
E 4073 F 132 14 5 9 .30
E 4074 NE Q -
- E 4075 P 13 12 5 7 1 4,18
E 4076 B i4 14 9 5 . 3.85
E 4077 P 15 15 14 5 4.01
E 4078 pol 12 12 4 a 4. 06
E 4072 P 15 15 7 a 5.20
E 4080 NE 0 . C m—
E 4081 d 13 ) 12 7 5 1 4.17
E 4082 F 11 11 ' 5 & ' 3.96
E 4083 NE ] ——
E 4084 F 14 14 7 1 . 3.90
B 4085 P = 9 2 7 . 5.88

* P = Pregnant; HNF = Not Pregnant
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FOOD AND DRUG RESEARCH LRBORATORIES, INC.

Group 240 Appendix II Date_March 31, 1973
Material ppe 71-45 Laboratory No.]l574d e
Dose 1350.0 mg/kg Rgproduction Cata in Rats {Individual)}
Dam Mo, Fate* Implant Fetuses Sex PFesorption . Average Feitus Femarks
Sites Alive Dead M F gites Weight (g}
‘E 4082 P 15 15 a 9 4.14
E 4093 E a 8 4 4 3.98
E 4094 P 15 15 5 10 3.74
£ 4095 P 13 13 € 7 3.74
F 4096 P : i0 1D G 4 3.74
E 4097 . ) ) Not Assighied
E 4098 P 10 10 5 S . i.9¢
E 4099 E 15 15 7 8 4,32
E 41004 HE 4] -
B 4101 P 12 12 7 5 4.17
B 4102 P 13 - 13 8 5 3.86 .
E 4103 P 10 . 10 3 7 4,28
E &£104 P 10 10 3 T 1.7%
- B #1105 P 8 8 3 5 3.9¢
E 410& P 11 11 7 Cod 4.03
E 4107 P 12 13 4 9 4.17
E 410B P 7 ? s 5 3.58
E 41089 -B g . 8 4 4 1 3.93
E 4110 P 14 13 7 & 1 4 .07
E 4111 ' © 1 Kot hAssigned
E 2112 NP 0 ' ——— S
E 4113 P 13 13 e 5 4.13
® 4114 _ : ' Mot Assigned
E 4115 P 14 14 7 7 2,29
E 4116 P 10 10 6 & 4.05
E 4117 P 15 15 ' 10 5 3.94
E 4118 P 7 7 ) E -2 4.17

F = Pregnam':z NF = Not Pregnant



HAMSTERS
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I N C O R F 0 R A T E © Maurice Avenue of 55% Sireet

_ e Maspeth, New York 11378
FINAL . = Telephone: TWining 4-0800

REPORT Calle: Foodlabs, Mew York
Submitted to: DHEW/Public Health Service Date May 1, 1973

Foosd and Drug Administration CA-272
5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 Laboratory No, 1575 e
Contract No. FDA 71-260

Sample: Fine white powdarad material

Marking: FDA 71-48 (Syloid; Silica aerogel)

Examination Requested: Teratologic evaluation of FOA 71- 428 in hamsters

Procedure: See Appendix I
- .

(f sults: See Tables 1 through 4 and Appendix I
Conclusion:

On the basis of the data presented herein, the following
conclusion appears to be warranted:

"The administratiocon of up to 1600 mg/kyg (body weight) of the tast
material to pregnant hamsters for 5 consecutive days had no clearly
discernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either scft or skeletal tissues of the
test groups did not differ from the number occurring spontanecusly in
the sham-treateﬁ cantrols,”

peraco, or corparmik whom jt is addressd, and moiiher the report
mrth-mdthquhboumwuhnrmmmgﬁutufm u.ﬂhmmmﬂththandwmuw-hd produst or
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FOOD AND DRUG RESEAR_. LABORATORIES, INC.

Groups: 23] & 232; 237 through 240 Date: #arch 3L, 1973
] Table 1
Material : FDA 71-48 : Laboratory No. : 1575 e

Fate Summary
( Hamsters )

Group Material [o-Y-- 1 Total Surviving at Term

mg/ Ky Mated Pregnant Total Pregnantl
231 Sham 0.0 23 | 22 23 22
232 . Aspirin® 250.0 24 20 24 20
237 FDA 71-48 16.0 23 | 22 23 22
238 FDA 71-48 74.3 23 22 22 o
239 FLA 71-43 345.0 23 _ 21 i3 .21
240 Fpa 71l=48 1600.0 24 21 24 231

* Positive Control: 250,0 mg/kg
#+ pdministered as a water sclution (See Appendix I)

1]Inc1udes_a11 dams axamined at term



FOOD AWD DRUG RESEARER ‘ﬁIABURATURIES, INC.

Group: 231 & 232: 237 through 240

Date: Mereh 31, 1373

Table 2
Material: PDA 71-48 Reproduction Data Laboratory Ne. )S75 e |
({ Hamstars }
Group: 231 232 237 238 239 240
Dose (mg/kg): Eham Aspirin®* 16.0 4.3 345.0 1000
Pragnancies
Total MNa, 2z 20 22 22 21 .21
Died or Rborted (before Day 14 ) Q 0 1] 1 4] 4]
To term f{on Day 14 ) 22 20 22 21 21 21
Live Litters
. Total No.* 22 20 22 21 21 21
Joplant Sites
Total No. 278 254 298 276 284 275
Average/dam® 12.6 12.7 13.& 13.1 13,5 13.1
Resorptions
Total Mo.* 4 7 3 & 3 1
Dams with )} or more sites resorbed 3 Z 3 L 7 1
Dams with z2l1) sites resorbed —-_— —_ —_ —_ _ N
Por cant partial resorptions 13.6 20.0 13.¢6 23.8 3.3 i.76
Per cent complete resorptions - - - - - C e
Live Fetuses
Total Ho. - 273 246 295 270 275 271
Average/dam* 12.4 12.3 13.4 12.9 12.1 12.9
Sex ratio (M/F) 0.59 .95 0,98 .90 0.82 .84
baad Fetuses
Total* 1 1 - - - 3
Dams with 1 or more dead i 1 - - - 2
Dams with all dead - - -- - -- -
Per cent partial dead 4.55 5.00 - - - 9.52
Per cent all dead e - -— -— -— -—
Average Fetus Weight, g 1.83 l.81 1l.96 1.97 1.88 1.99

* Tneludes only those dams examined at term.

** Positive Control: 250,0 mg/kg



FoOOD ARND DHIG RESEARRCH LRBORATGRIEE, INC.

Groups_ 231 & 232; 237 through 240 Lakoratory No. 1575 e
Table 3
Material Fpa 71-48 Date March 31, 1373
Summary of Skeletal Findipgs*
{ Hamsters )}

. Group Ho.: 231 232 237 238 239 240
Findings '
Pose [mg/kg): Sham Aspirin** 16.0 7d.2 34%.0 1600.0

Live Fetuzes Examined 151 /22 169/20 204/22 l88,/21 152/21 186/21
fat term)

Sternebrae
Incomplete oEs. 68/20 87/20 727149 52/17% 42/15 47 /17
Ecrambled . . ;
Bipartite 23/17  29/14 17/13 20/15 20/16 29/15
Fused 1/1
Extra 271 /2 16/7 1077 16/10 15/7
Missing 12/9 20/11 . 9/58 15/6 5/3 3/2
Other

Ribs
Incompblete ces.
Fused/split | 1/1 /1 - /1 11
wavy
Less than 12
Mcre than 12 T BBS20 47717 . 58/17 67,20 70/18 €0/19
Other

VYertebrae
Incomplete oss, d/4 272 171 272
Scramhled
Fused 1/1
Extra ctrs. o0s5s. .
Scoliosis 1/2
Tail defects
Cther

Skull
Inconplete closure
Missing
ranicstosis
Other

Extremities
Incomplete ass, 3/2 1/1 2/2 : 1/1
Missing
Extra

" Miscellanecus
Hyoldr mi=saing 1/1 1751 )
Byold; reduced T3 AL 1/1 i/2 1/1

* HNumerator=Number of fetuses affected; CDenominatorwNumber of litters

** positive control: 250.0 mg/kg affected.



FOOD AND DRUG FESEARCH LABOPRATORIES, INC.

Groups 231 & 232y 237 through 240 Date March 31, 1373
MaterialFDA 71-48 ' Laboratory Mo.1575 e
Table 3-a TrT———
Summary of Soft Tissue Abnormalities
{Hampoters)
Group Material Dose Level Dam Number of Description
mg kg Pups

Honge Observed .

(r'_'."‘\



F 0D AND DRUG BESEARCH LABORATORIES, INC,

Groups 231 & 232; 237 through 240 Date March 31, 1%73

Table 4 _
Species Hamsters Laboratory Ne. 1575 e

Average Body Weights*:

------------------------- Y= m——t e r e ———
Group Material Dose

Level ¥ & B 10 1k
e B T L e it g-—— -~ - mumses—ss—————————
231 Sham 0.0 115.1 119.4 123.0 124.1 157.4 (22)
232 hspirints* 250.0 . 113.1 116.% 120.2 131.7 151.2 {20)
237 FDA 71-48 16.0 - 105.6 111.3 114.7 127.2 151.2 (22}
23B FDA T71-4iB Td.3 105.7 111.5 114.9 126.5 150.% (21}
239 FCR 71-48 345.0 106.1 112.2 114.9 128.7% 152.4 (21)
240 FDA 71-48 16006,0 _ 102.9 109.1 11z.9 ‘123.9 147.6 (21}

* Of pregnant dams
%  Number of surviving dams in parentheses (c.f. Tabla 1)
nx% positive control: 250.0 mg/kg



Appendix I

Teratolegy Study in Hamsters.

Virgin adult female golden hamsters from an outbred strain-
were indiviaually housed in mesh bottom cages in temperature and
ﬁumidity controlled guarters with free access to food and fresh tap
water at all times, They were mated (1 to 1} with mature males and
the appearance of motile sperm in the vaginal smeay was considered
as Day 0 of gestation., Begiuning on Day 6 and continuing daily
through Day.lﬂ of gestation, the indicated dose levels of the test
material were administered by oral intubation, The controls were
sham treated with the vehicle at a level equivalent to the grdup
receiving the highest test dose. The tesf material was prepared

and doses calculated according to tﬁe following table:

.

Dosage Dose Concentration
{ng/kg) - (ml/kg) - (mg/ml)

s 250 1 | = 250

251 - 500 2 125 - 250
501 — 750 3 133 - 250
751 - 1000 4 187 - 250
1001 - 1250 5 200 - 250
1251 - 1500 6 208 ~ 250
1501 - 1400 6, 2 235 — 250

Body weights were recorded on Days ﬂ; 8, 10, and 14 of the
gestation period, All animals were observed daily for appearance.
and behavior with particular attention to frod consumption in order
to better recognize any abnormalities resulting from anorexic effacts
in the pregnant animal,

On Day 14, all animals were subjected to Caesarian section

under deep anesthesia and the numbers of implantation esites, resorpticn



k

sites, live and dead fetuses were recorded. All live pups were

weighed and the genital tract of each dam was examined for any

+ ahatomical abneormalities,

All fetuses were examined grossly for the presence of external
congenital defects and one-third of each litter underwent detailed
vigsceral examination under 10X magnification. The remaining two-
thirds of the pups were cleared in potassium hydroxide, stained
with alizarin red dye, and examined for the presence of skeletal

abnormalities,
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FPOOD AND DRUE RESEARCH -LP.B;! FATDRIES, INC.

231 ' ; '
Group Appendix II Date March 31,.1973
Material Sham Laboratory No. 1575
Reproduction Data in Hamsters {Individual}
Daose 0.0 mg/kg C ' _
Dam No. Fate® Implant Fetuses Sex ‘Rezoarption Average Fetus PFesmarks
Sites Alive Dead M F Sites Weight (g}

5 5696. P 13 13 5 '8 - 1.63
5 5697 4 11 11 4 7 1.79
5 5698 P 11 11 q 7 1.92
5 5699 P 14 14 5 9 1.75
£ 5700 P 10 9 5 4 1 - 1.93
8 5701 P 12 12 6 & 2.00
8§ 8702 P 16 16 9 7 1.91
5 5703 | P 12 12 S C 7 1.91
S 5704 P 19 . 19 -7 12 1.53
5 5705 4 11 11 ;| 3 1.79
5 5706 P 16 . 16 11 5 1.70
s 5707 P 10 10 4 6 1.78. . S
s 5708 ' ' ' ' . Hot -Assigned
" 8§ 5709 NP ] , . —
5 5710 4 14 13 9 - 4 1 1.94
5 5711 P 13 C13 6 7 " 1,95
S 5712 P 15 13 8 3 2 : 1.90
g 5713 P 10 10 3 7 1.5%
£ 5714 P 14 14 7 7 1.86
g 5715 4 11 11 6 5 1.83
S 5716 P 9 : 9 4 5 1.89
- 8§ 5717 P 8 B 5 3 2.08
. 8§ 5718 P 15 .15 9 6 1.81
8 571% P 6 7 1.81

14 13 1

* P w Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABO FATORIES, INC.
Sroup 232 ' Date March 31, 1973

Appendix II

Material Aspirin Laboratory Weo. 1575

Dose 250.0 my/ke R.ep.rnducticn Data in | Hamatars | {Individual)
Dam Ko. Pate* Implant Foatuses Sax Resorption hAverage Fetus Femarks
Sites Alive Dead M F SsSites Waight (g}
A 5696 F 14 14 B . ] 1.69 -
A 5697 P . 12 iz q 8 1.51
A 5693 P 12 12 4 8 1 ' 1.86
A 5699 P 13 13 4 9 l.92
A 5700 NP ] ) _ , ——
A 57101 | 11 9 5 4 b l.82 .
. A 5702 P L3 13 - 5 1.80"
A 57023 P 14 14 - & 8 1.76
A 5704 P 13 13 - & 5 1.73
A 5705 P 12 12 B 6 1.77
A 5706 P 12 12 7 5 1.97
A 5707 P 13 13 8 5 1.55,
A 5708 NP a ’ e
A 5709 P 11 11 4 7 1.81
A 5710 P .13 13 B . 5 2,03
-A 5711 P 12 1l 1 4 ) 1.94
A 5712 P 12 - 5 7 1.56
A 5712 NP o ; e
A 5714 HP 0 T me——
A 5715 P 16 15 9 & 1 © 1.9l
A 716 P 13 . 10 5 q L3 1.55
A 5717 P 12 .13 7 L5 . 1.77
A 5718 P 12 12 3 6 1.92
A 5719 P 3 9 1.84

12 12

* P = Pregnanés P = Not Pregnant



FOOD AND DRUG'RESEERCH'LABQEATQRIES. INC.

971
Group 237 . Appendix 1% Date March 31..1
Material ppp 71-48 Labhoratory No.l575 e
_ Reproduction Data in Hamsters {Individual)

Dose 16.0 mg/kg S

Dam WNe. Fate® Inplant Fetuses Sex Fesorption Average Fetus BRemarks
. Sites Alive . Dead M F Sites Welght (g)

E 5001 P iz 1z 6 B L.67

E 3002 P - 13 13 4 9 1.74

E 5003 11 11- 6 L 1.94

E 5004 P 12 12 a8 4 i.3

E 5005 P 13 13 9 4 1.4

E 5006 P 13 13 5 8 1.69
- B 5007 P 13 13 11 2 1.64°

E 5008 B 16 16 - 8 B 1.74

E 5009 p 14 14 7 7 1.87

E 5010 E 16 16 8 8 1.B4

E 5011 P 16 16 & 10 1.B5

E 5012 F 12 12 & & 1.68.

E 50113 F 14 14 5 g 1.98

E 5014 - NP i) —_———

E 3015 E 15 15 7 . 8 1.94

E BQle P 14 -13 7 L2 1 " 1.88

E 5017 F 12 12 5 7 1.92

E 5Ol18 - P 13 13 B 5 1.97

E 5015 P 13 12 4 B 1 1.76

E 3020 P 13 13 7 & 1.54

E 5021 P 14 : 13 6 7 1 1,82

E 5022 P 16 1s 8 a 1.86

E 5023 P 13 13 5 8 2,03

* P = Pregnant; NP = Hot Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Grou 238 Date March 31, 1373
2 Appendix IIX a g =

Material rFpa 71-48 Laboratory HWo., 15875 e
Reproduction Data in Hamsters {(Individual)

Dose 74.2 my/ Ry _

Bam Ro. Fata¥ Implant Fetuses Sex Fesorpticn Averagae Fetus TRemarks

Sitez Alive Caad M F  Sites Weight (g)

JE BQ3l .2 iz 12 R Matural Birth Day 13
E 5032 P 11 11 5 6 1.71

E 5033 P 13 13 4 9 2.01

E 5034 p 12 12 5 7 1.93

E 503k P 14 14 7 K 1.77

E 5036 P 10 ' Q 7 2 1 2,06

E 5037 P 13 12 5 7 1 1.85

E 5038 P 16 16 8 - 8 ' 1.82

E 5R39 P 13 13 L a 1.85

E 5S40 RE 4] —

E D4l P 14 14 6 a 1.82

E 5042 P iz 12 5 T 1.8] .

E 043 P 10 B8 3 =4 2 1.75

E 5044 P 16 1c 9 ? 1.77

E 50d5 P 13 12 9 3 1 1.66

E BOds P 14 14 5 o T 2.03

E 5047 o 1% 15 5 i0 1.74

E 5048 P 13 13 & 7 1.495

E 5049 P 14 12 9 & 1 ) 2.07

E S050 P 12 1z 9 3 2,00

E S051 P 14 . 14 5 9 1.26

E 5052 P 14 14 6 E 1.90

E 5053 P 13 13 5 a 1.584

f P = Pragnant: NP = Not Pregnant



F3OD AND DRUG RESEERCH'LEEQBETORIEﬁ, iNe.
Group 239 Date March 31, 1973

Appendix II

Material ppk 71-4B Laboeratory Neo,.l575 e
Dose 345.0 mg/kg Rgpro&uctiﬂn Imta in Hamgters {Individual)

Dam HNo. Fate™ Inplant Fetuses Sex ‘Resorption Average Fetus Remarks

Sites Alive Daad M F Sites Weight (g)

E 506l P 13 12 3 o 1 - 1,92

E 5062 F 12 12 7 5 2,17

E 5063 P 12 12 6 & ' 2.06

E 5064 NP o _ ——m

E 5065 P 10 a ) 4 2 _ 1.91

E 5066 P 13 11 5 6 2 2,12
. B 5067 P 14 - 13 G 7 1 1.79°

E 5068 WP 0 : | mee—

E 5069 » 14 13 - 10 1 1.69

E 5070 B 14 14 & 8 1.94

E 5071 F 17 17 - ) 3 1.77

E 5072 P L+ B 10 3 T 1.76

E 5073 F la - 14 : 3 11 1.90

E 5074 P 17 17 1C 7 1.83

E 5075 P 13 13 ’ ] 7 1.96

E 5076 P 1l 1 6 5 1.75

E 5077 P 14 14 L B 1.76

E 5078 P 16 16 9 7 1.94

‘B 5079 P 14 14 6 B 1.97

E 5080 P 13 12 7 ) 1 1.67

E 5081 P 14 14 7 7 1.2

E 5082 P 14 13 & 7 1 1.9

E 5083 | 1s 15 .6 9 .81

* P = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABOFATORIES, INC.

Group - 240 ) ] Date March 31, 1973
Appendix II
"Material FDA 71-48 ' Laborxratory No. 1575 e
Dos e 1600.0 mg/kg prxaductian Data in mmmter? {Individual)
Dam No. Fate¥ Implant Fetuses Eex Recorpticon Averaga Fetus Femarks
Sites Alivae Dead o F Sites Weight (g}
E 5091 P 1= 14 1 1 12 ' ' 1.85
E B092 o 12 12 5 7 2.45
E 5091 P 14 14 4 in ' l.84
E 5094 NP 4] —_——
E 5095 P 12 12 ) 5 7 2.08
E 5096 P 14 14 N 7 7 1.88
. E 5097 NP o : _ _—
E 509z P 15 15° ' 9 B 2.02
E 5099 P 17 17 7 10 1.8%
E 5100 B 10 10 3 b 1.93
E 5101 NP 0 : ——
B 5102 B 10 10 5 -5 1.74.
E 5103 F 12 ’ 12 5 7 1.73
E 5104 B 13 13 B 5 1.80
E K105 P g G L 4 2.04
E K106 P 13 13 7 6 1.77
E 5107 P 123 13 10 '3 1.90
E blgg F 13 13 6 ) 1.82
E 5109 P 12 12 - 5 7 1.75
E 5110 P 15 15 B 7 2.02
E 5111 B 16 1% 6 9 1 l.79
E 5112 p 14 14 5 9 1.76
. E 5113 P 15 i5 7 B 1.88
E 5114 F 11 9 2 5 4 1.75

* P = Pregnant; NP = Not Pregnant
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LLABORATORIES, INC. | WAVIDLY DIVIBION
. PINAL FD. Box 107
e REPORT Wavarly, New York 148672
(B0T] S85-2931
Submitted to: DHEW/Public Health Service Date  September 5, 1973

Food and Drug Administration CA-272

5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 Laboratory No. 1576 e
Contract No, FDA T1-260

Samples Fine whita powdered materlal

Marking: PDA 71~48 {Syloid: Silica aerogal)

Examination Requested: Teratologic evaluation of FDA 71-48 in rabbits

Procedure: {See Appendix I}

o~
2sulte: See Tables 1 through 4 and Appendix II

Conclusion:

on the basis of the data pfesented herein, the following
conclusion appears to be warranted: :

*The administration of up to 1600.0 mg/kg (body weight) of the test
material to pregnant rabhits for 13 consecutive days had no clearly dis-
cernible effect on nidation or on maternal or fetal survival. The
nutber of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number occurring spontaneously in
the sham=-treated contrels.”

FOOD and DRUG RESEARCH LABORATORIES, INC.

Thim Fepert {8 BaDmithed for the sxciusiva vsa ol te peraan, partpenghip, or corpatslion o whem it & sddoassd, and relthed the epart noc the nams of theye
Luboriioriis bor of ARy mamigrm of s sta®, may b used In connecthon with the advertieing or sala of any product or process withoul written suthodzation.
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FOOD AND DRUG RESEARL‘-) LABORATORIES, INC.

Groups: 231 & 232; 237 through 240 Datar Mduguet 3, 1973

Material : FDA 71-48

Table 1

Laboratory No, t_ 1576 &

Fate Summary

{ Rabbits }
Group Matarial mse** Total Surviving at farn
mg/kg Mated Pregnant Total Pregnantl
231 Sham 6.0 11 10 11 10
232 GrANT* 2.5 1a 12 16 10
237 FDA 71-48 16.0 21 ' | 15 19 "13
238 FDA 71-48 74.3 13 11 12 10
239 FDA 71-48°  345.0 Y 14 T 1t
240 FDA 71-48 1600, 0 24 _ 13 24 | .13

* Poaitive

** hdministered

Cantrol : 2.% m3/kg of G-aminonicotinakide dosed on Day 9

as a water suspension (See Appendix I)

1}Inc1udes_a11 dams examined at term



FOOb AND DRUG RESEM. J LABORATORIES, IHC._‘

CGroup 531 g 232, 237 rhrogh 240 Tabla 2 Date : _Hlmlﬂt 3, 1973
Material : FOR 71=48 Feproducticn Data Laborateory Ho. : 1576 w
{ Rabbhits )

Group ; 2311 232 . 237 238 2319 240
[ose (mg/kg): Sham | B=AN** 16.0 74.3 345.0 1600.0

Pregnanclies .

Total Ho. 10 12 15 11 14 13

ed or Aborted (before [y 29 ) v] 2 2 1 3 o

To term {on Day 29 10 10 13 10 11 13
Corpora Lutea

Total No. 09 log 117 BG 100 137

Average/dam mated 9.00 10.8 10.6 . B.60 10.9 11.4
‘Live Litters

Total No.* ' 15 B 11 B 8 11
Implant Sites

Total No. : B2 87 114 75 a6 124

Average/dam?* 8.z20 B8.7¢ 8.7 7.50 7.82 9.54
Resorptions . : .

Total HNo.* l4 - 28 25 14 28 26

Oams with 1 or more sites resorbked 5 7 7 5 7 B

Dams with all sites resorbed - 2 1l 1 3 1

Par cent partial resorptions 50.0 70.0 53.9 50.0 63.6 6l.5

Per cent complete resorptions - 20,0 7.69 10.9 27.3 7.5%
Live Fatuses

Total No. 68 55 71 =13 57 80

Average/dam* 6,80 5.50 5.46 5.60 . 5.18 6.85

Sex ratio (M/F) D.74 0.77 0.97 1.00 1.28 0.89
Dead Fetunses

Total No,¥ - d 1B E 1 9

Lams with 1 or more dead e 3 4 1 1 3

Dams with all dead _ - —~ 1 e - -

Per cent partial dead : - 30.0 30,8 10.0 9.09 23.1

Fer cent all dead - _ - 7.69 - - -
Average Fetus Weight, g . 37.5 32,2 3&6.5 35.0 40.8 3l.5

* Includes only those dams examined at term,
**% proitive Control : 2.5 mg/kg of 6~aminonicctinamide dosed on Day 9



FOOD AND DRIG RESEARCH LABORATORIES, INC.

Groups 231 & 232; 237 through 240 Laboratory No, 1576 ¢
Tahle 3
Material FDA 71-48 ' Date Aupgust 3, 1573
- Summary of Skeletal Findings
{ Rabbits )
Group Ho. 231 232 237 238 239 240
Findings
Aeing Dose (mg/Kgl: Sham BRI X 16.0 74.3 345,0 1600.0
Live Fetuses Examined $8/10  55/8 71/11  56/8 45/7* B3/l
{at term)
Sternebrae
Incomplete 058, 4/3 /3 4/4 9/5 2/1
Bgrambled
Bipartite
Fused 1/1 1/1
Extra 2/2
Missing 171 &/3 /2 14/6 673 272
GCther
Ribs
Incomplete osx. _
Fused/=split 773 1/1
Wavy

lLess than 12
More thano 13
ther

Vertebrae
Incomplete oss.
Scrambhled T/4
Fused
Extra ctrs. ass.
Scoliosis 3/2 - 10/5 1/1
Tail defects 35/6
Cther 1/

Skull
Incomplete g¢losure
Missing ' 1/1
Craniocstosis
Cther

Extremities
Incomplete oss.
Missing
Extra

Miscellaneocus

* Numerator=Number of fetuzes affected; Danominator=Rumber of littars

** Pogitive control: 2.5 mg/kg of 6-amincnicotinamide dosa;ig"g:ye%.

% One litter lost in processing



FOOD AND DRUG FESEARCH LABOFATORIES, IRNC.

Groupa 231 & 232; 237 through 240 Date_ Auqust 3, 1973
Hntn:r;ill FDA 71-48 Table 3 -a Laboratery Ne. 1576 a
Summary of Soft Tissue ARbnormalities
{Rabblts)
Group Material Dose Leval Dam Rumber of Description
mg/kg Pups
232 E=AN" 2.5 2 6372 3 Anopia; club foot
2 Meningoancephalocels;
" anopia
5 Anopia
2 6377 2 Anopla;: eleft palata
Z 6383 3 Anopia
2 6386 9 . Anopla:; club foot
1 Anopia; club foot;

umbillcal hernla

2 £387 1 Anopia) medial rotation
: of hind limbs; harelip

239 Foa 71-46 345.0 E 8056 1 Heningoencephalocele;
: anopia; medial rotation
of hind limbs; umbilical
hernia

240 FDA 71-48 1600.0 E €062 1 Club foot

* pogitive Control: 2.5 mg/kg of G~aminonicotinamide dosed on Day 9
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FOOD ARD LRUS RESEARCH LARORATORIES, INC.

Groups__ 231 g 232; 237 through 240 Date__ August 3, 1973
Table 4
Specles_ gapbits Laboratory Ne. 1576 e
Average Body Welghts®
???? “::_______:—:__-_-......_........_..-.-..Day—-.-——-.--.--.——n--———--———---———-
Group Material Dose
Level 0 6 12 18 29
mg/kg  —omomoeesssmscscsco—acees. Dt
. 23] Sham 0.0 .47 3.56 3.63 3.73 3.84 (10)
232 _ B=ANK T 2.5 3,33 3.42 3.45 3.60 a.el (10}
237 FDA 71-48 16.0 3.14 3.30 3.2 3.42 3.49 (13)
238 FDA 71-4B 74,3 2.82. 3.04 3,15 3.19 . 3.33 (10}
239 FDA 71-48 345.0 2,95 3,19 _ 3.17 3.31 1,42 {11}

240 FDA T1-4B 1600.G 2.88 3.09 3.17 . 3.35 3.34 {13}

* 0of pregnant dams . .
**  Number of surviving dams in parentheses {(¢.f, Table 1)
*2* Pogitive control: 2.5 mg/kg of E-aminonicotinamide dosed on Day 9



Appendile

Teratology Study in Rakbits

virgin, adult, Dutch~belted female rabbits werse individually
housed in mesh bottom cages in temperature and humidity-controlled

gquarters with free access to food and fresh tap water. On Day 0,

-

" @ach doe was given an injection of 0.4 ml of human choricnic gonado-

tropin {400 IU) via the marginal ear vein. Three hours later, each
doe was inseminated artificially with ¢.3 ml of diluted semen from

a proven dongr buck using approximately 20 x 195 motile sperm accord-
ing to the procedure described by Vogin et al fPharmacnlogist.L;,

282 (1969)), Beginning on Day 6 and continuing daily through Day 18
the females were dosed with the indicated dosages by oral intubation,
The centrols were sham treated with the vehicle at a level equivalent
o the group receiving the highest test dose. The test material

was prepared and doses calculated according to the following table:

Dosage Dose Concentration

(mg/kg} {ml/kg) {mg/ml)

£ 250 1 s 250

251 - 500 2 125 - 250
501 - 750 3 133 - 250
751 - 1000 4 187 - 250
1001 - 1250 5 200 ~ 250
1251 - 1500 6 208 - 250
1501 - 1600 6.4 235 - 250

Body weights were recorded on Days @, 6, 12, 18, and 2% of
gestation, All animals were observed daily for appearance ang be-
havior, with particular attention to food consumption and body weight
in order to rule out any abnormalities which may have occurred as

a result of anorexic effects in the pregnant female animal.



'On Day 29 all does were subjected to Caesarean section under
':. r
surgical anesthesia, and the numbers of corpora lutea, implantation
sites, resorption sites and live and dead fetuses were recorded.

Body weights of the live pups were also recorded, The urogenital

tract of eacﬁ animal was examined in detail for normality, In

addition all fetuses underwent a detailed grpss examination for

the presence of external congenital abnormalities. The live fetuses
of each litter were then placed in an incubator for 24 hours for
the evaluation of neonatal survival, All surviving pups were
nacrific?d, and all pups examined for visceral abnormalities { by
dissection). All fetuses were then tleared in potassium hydroxide
(KOH), stained with a;izarin red 5 dye and examinad for skeletal

defacts,
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FOOD AND DRUG RESEARCH LABORA\TORIES, INC.
Group 231 ' Agqust 3, 19
. Appendix II : Date 13

Materialsham : Laboratory No. 1376
‘Doae 0.9 na/ka Reproduction Data in Rabbits (Individual)

Dam Ho, Fate®* Corpora Implant Fetuses Sex Rasorption. Averaga Fetus Remarks

' Lutaa Sites Alive Dead M F sitas . Weight (g}

8 6371 - P 8 7 7 1 6 41.3

§ 6372 P 11 7 7 3 4 37.9 " Four Neonatal Deaths
£ 8373 P ] 3 3 2 1 42,9 .

8 8374 P 11 11 11 5 & 34.4

8 6375 P 1D 10 9 3 & 1 30.8

5 6376 P - 7 4 4 2 F 37.1

5 6377 P 10 7 5 2 3 2 32,9

5 6378 NP - 0 ' _ -——

5 6379 P 10 19 7 3 4 3 4l.1

& 6380 P 12 12 a8 4 i 4 37.3

-8 P 11 7 4 3 4 39.1

E3B1 12

* b = Pragnapt; NP = Not Pragnant
*+ Not Recorded -



Group 232

oy

FOOD AND DRUG RESEARCH LABQC FATORTES, INC.

Material &-AN

Appendix II

Date Augquet 3, 1973
Laboratory No._ 1576

Dose . Raproduction Data in Rabbita {Individual)
— S maxe
Dam ¥o. Fate*® Corpora Irplant Fetuses Sex JResorption - Average Petus FRemarks
Lutea Sites Alive Dead N P Bites Weaight (g)
E 6371 4 mntk 11 - - — —— Pled Day 16
Z 6372 P 14 12 10 5 5 2 2.4 Saven Nechatal Deaths
% 6373 P I 8 B ————
Z 6374 P ] a a -~
2 €375 . NP ——h ] ——
Z 6376 Wi L 0 ——
Z 6377 P. 18 11 2. 2 -t ok 7. 25.3
z 6378 WP —hw 0 ——
% §379 P - - - U — — Aborted Day 14
Z 6£280 ‘REP —-—k a ————
2 6381 NP -4 a _ -—— Co- :
2 6382 P 1l . 10 a 1l - 3 5 1 4.4 Eight Neonatal Deaths
zZ 6383 P . B 3 o3 ' 2 1 29.3 -
% 6386 P 16 12 10 1 3 T 1 36.9 Ten Neonatal Deaths
2 6387 P 19 9 9 d 5 7.7 Two Neonatal Deaths
2 6388 P B 8 8. 5 3 32.5 :
2 6389 NP ——h 4] —r—
7 6390 P 7 6 5 1 4 1. 39.3 Two Neonatal Deadths
* P = Pragnant; NP = Not Pragnant

** Not Reacorded



FCOD AND DRUG RESEARCK LARORATORIES, INC.

Grou 237 ' Date_ Auyquet 3, 1973
P Appendix II : :

Material FDA 71-48 Laboratory Ha. 1576 e

Reproduction Data in Rabbits {Individunal)

Dosze 16,0 m3/ka L
Dam RBo. Fate® Corpora Implant Fetuses Sex ‘PFeagrption. Average Fetus Remarks

Lutea Sites Alive Dead M F Sites Weight {g)}
E 6001 NP " i} ————
E £003 P 10 9 8 1 3 5 4.8 : _
E £004 P - - - - - ———— Aborted Day 27
E 5005 P 10 8 1 3 1 0 4 30.1
E B006 NP - 0 _ —— _
E 6007 P ——th g 2 3 1 1 1 23.6 One Necnatal Death
£ 8009 P 12 11 : 11 . ——
E EB11 NP i 0 . ——
E K012 P - - - ' - - : ' _— Rbhorted Day 12
B 6013 P 7 2 2. 1 1 60.5 . Two Heonatal Deaths
E 6014 P. 13 12 10 4 6 2 32,0 Ten Beonatal Deaths
E 6015 P 10 9 B 2 "8 1 39.1 Three Neonatal Deaths
E 6016 NP -k 0 ——
E E017 P 11 7 7 4 3 28.1 Cne Neonatal Death
E 6018 NP — g D —— '
E &019 P 9 8 8 5 3 37,6
E 6020 P 11 11 9 6 3 2 41.3
E 6081 P 14 11 7 k| 4 4 35.5 .
E 6082 P 10 9 g 5 4 28.5 ' Three Neonatal Deaths
E 6083 p el a 8 —
E 6084 NP — 0 ——

* P = Pragnant; NP = Not Pregnant
** Not Recorded :
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FOCOD AND DRUG RESEARCH LABOBRATDRIES, INHC.

Group 218 Appendix II . Date Maqust 3, 1973
Material FDA 71-4B _ Laboratory HNe, 1576 e

Reproduction Data in Rabbita {Individpall :
Doge 74.3 mg/kg
Dam Ho, Pate* Corpora Implant Fetuses Sex FResorption. Avarage Petus Famarks

Lutea Sites Alive Dead [ F Sites Waight (g}

E &£Q21 . P a 4 4 i} 4 a.5 : ’
E €022 P B 8 7 1 [ 1 - 34.6 Four Reonatal Deaths
B &D23 F 8 7 5 2 e .
E &024 P 9 11 a o k| i ¥
B 8025 B 9 a . a -
E €026 NP ke 0 _—
E €027 F . a 5 4. 2 2 1l 33.5 Thres Heonatal Deaths
E £028 P 7 G & 2 4 : 37.3 ' '
& €029 o} 12 11 11 4 7 30.% Nine Neonatal Deaths
E €030 i a 8 8 2 6 .5 + Elght Neonatal Deathe
E €031 B - - - - wm— ARborted Day 28
E 6033 P S 11 10 B ' 5 3 2 : 35.0
E &034 NF -t Q ———

* P o= Pregnanf: Nr = Not Pregnant
*4  Hot Recorded



Group 239

FOCD AND DRUOG RESEARCH LABORATORIES, IHNC.

Material Fpa 71-~4B

Appendix II

-

bate__ Auqust 3, 1973
Lahoratory No. 1576 &

Femarks

Reproduction Data in Rabhits {Individual)
Doae 345.0 mg/kg
Dam MNo. Fate* Corpora Inplant Fetuses Sex Rescrption Average Fetus
tutea Sites Alive Dead M F sites Weight (g)

E 604l P -— - - R —— _—
E 6043 P 11 6 5 3 2 l 41.6
E &044 P B 3 : 3 -
E &045 P 1l 8 -] 3 5 40.6
E 6047 P - - - - - —
E &048 F. 1o 7 4 4 D 3 46,5
B 6D49 P e —— - - == ———
E 6050 P T 12 10 10 —
E &051 B 12 11 11 5 & 31.0
E 6052 NP -t 0 _ ——
E €053 P 11 11 11 6 5 41,7
E 6054 NP S 0 = -
E 6056 F —-=tk 7 & 1l 4 2 42.0
E &057 F 7 6 4 3 1l 2 45,3
E 058 P o ] B 4 4 1 Car.4
E 6059 P 9 8 B ——
E G060 NP e a —_—

Aborted Day 24

Aborted Day 26
One Heonatal Death
Aborted Day 26 .

Six ¥eonatal Deaths

One Hecnatal Deaths

One Heonatal Death
Four Neonatal Deaths
Two Negnatal Deaths

* F = Pregnant;
** Mot Recorded

WP = Hot Pregnant
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FOOD AND DRUG RESEARCH LABO FATORIES, IHNC.

Group 240 Appendiz II _ Dﬂt*__nmt_:‘_uls__
Material Fpa 71-48 Laboratoxy Ho. )576 e
Reproduction Data in Rabbits {(Individual}

Dogea 1600, 0 mq/kg
Dam Wo. Fate* Corpora Implant Fetuses Sex JResorption- Average Fetus Remarks

" Lutea Sites Alive . Deaad M F Ssites Wwaight (g)
E 6061 - NP Lk e -—
E 6062 P 9 7 5 2 2 3 24.9 Two Hecnatal Deaths
E 6063 B 12 11 10 4 6 1 15.9
B 6064 P 13 11 -] 3 ] 2 33.9
E &0&5 P 10 B 8 ——
E 6066 HE -tk 4] _——
E 6068 NP -k 0 : . -
E 6069 P 11 8 7 4 3 1 34.5 Two Meonatal Deaths
E 6070 " F 9 B a 4 4 6.7 . ’
E 6071 NP W ] e S :
E 6072 P 13 11 | : ' 5 k| 3 8.5 Eight WNeonatal Deaths
E 6073 P 16 13 13 7 6 36.5
E 6074 HF =t o N
E 6075 NF ——nk D -
E 6076 NP -tk 0 : —_—— :
E 6077 P i2 10 9 4 5 1 26,8 Five Heonatal Deaths
E 6078 NP -t o : - :
E 6072 P -tk 11 5 6 4 1 20.8 Eight Hecriatal Deaths
E 6080 P 9 3 7 - 2 5. 2 C25.9 - Three Neonatal Deaths
E 6085 P 14 8 8 3 5 : 33,3 : '
E &086& NP —=tk i) . ——
E &087 P 9 5 1 B -——
E 6084 NP ——k o —_—
E 6089 NP ik 0 ———

* P = Pragnant; NP = Not Pregnant
** Mot Recorded -



